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Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 17 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay oerson as well as scientists) 

Dogs were anesthetized and inoculated (b)(4) with a virulent strain of 

(b)(4) The dogs were allowed to develop the clinical signs of the 

infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This information would be used to establish 
vaccine effieacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the pathogen. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1 .3- General Licensing Considerations; Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines of the classifications listed in the memorandum. 


i' Z 2 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 6 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized (b)(4) virus was administered 

(b)(4) The dogs were allowed to develop (b)(4) 

clinical signs of the infection. The clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This information would be used to establish 
vaccine efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the virus. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 

Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated 
subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 30 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and B4 with a virulent strain of (b)(4) 

known to cause {b)(4) in dogs. The dogs were allowei clinical 

signs of the infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this reference vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III. A. 9 CFR 101.5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release of (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity (b)(4) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 5 

3. Explanation of the procedure producing pain and/or distress: 

Dogs were anesthetized and in^‘'"lat<»H witV> a virulent strain ol (b)(4) 

(b)(4) known to cause (b)(4) in dogs. The dogs were allowed to 
develop the clinical signs of the infection so that observations and sampling could be 
made and recorded. 

4. Scientiflc justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This challenge model would be used in the 
qualification process of a new reference vaccine. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the pathogen. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A. 9 CFR 101.5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product releast (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity (b)(4) containing vaccines. 

VS Memorandum 800.202 3.6.1 - General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. “Efficacy 
is the direct effect of a medical intervention on an individual subject.” 


9 



Explanation for Colnmn E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 10 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated with a virulent strain of (b)(4) 

known to cause (b)(4) in dogs. The dogs were allowed to develop clinical 
signs of the infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this reference vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that reqnire this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A. 9 CFR 101 .5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release {b){4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity {b){ 4 ) containing vaccines. 

VS Memorandum 800.202 3.6.1 - General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. “Efficacy 
is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: S 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated (b)(4) with a virulent strain of 

(b)(4) known to cause (b)(4) n dogs. The dogs were allowed to 

develop the clinical signs of the infection so that observations and sampling could be 
made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This challenge model would be used in the 
qualification process of a new reference vaccine. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the pathogen. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A. 9 CFR 101 .5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity (b)(4) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. £ in this study: 15 


Explauation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scipntists'k 

Dogs were inoculatec {b)(4) with a virulent strain of Tlhe 

dogs were allowed to develop the clinical signs of the infection so that observatioijis 
and sampling could be made and recorded. 


4. Scientific justification why pain and/or distress could not be relieved. 

State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This information would be used to establish 
vaccine efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the pathogen. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatmen t 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and 
antibiotics would alter the expression of the disease. 


5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section nnmber and/or VS Memoranda that require this 
procedure and stndy. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated 
subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- The label claim for this new product must be 
determined under the guidelines of the classifications listed in the memorandum. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 8 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated with a virulent strain {b){4) 

{b){4) known to cause (b)(4) in dogs. The dogs were allowed to 

develop clinical signs of the infection so that observations and sampling could be 
made and recorded. 

4. Scientific justiflcation why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would 
protect them from exhibiting clinical signs of infectious disease. This 
information would be used to qualify this reference vaccine. The pain and/or 
distress from this infectious disease could not be relieved because any 
therapeutics used to treat the disease would eliminate, mask or modify the 
duration and severity of the clinical signs that were caused by the virus. Thie 
attending veterinarian was consulted for possible therapeutic treatment for the 
pain and distress of the disease but treatment with antipyretics, analgesics, 
non-steroidal anti-inflammatories, corticosteroids, antitussives and antibiotics 
would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III. A. 9 CFR 101 .5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity of (b)( 4 ) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 





Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 19 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated with a virulent strain of 

{b)( 4 ) The dogs were alloweu lo ueveiop the clinical signs of the 

intection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease to establish duration of immun it)' 
and support label claims. The pain and/or distress from this infectious disease could 
not be relieved because any therapeutics used to treat the disease would eliminate, 
mask or modify the duration and severity of the clinical signs that were caused by the 
pathogen. The attending veterinarian was consulted for possible therapeutic 
treatment for the pain and distress of the disease but treatment with antipyretics, 
analgesics, non-steroidal anti-inflammatories, corticosteroids, antitussives and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the vimlent pathogen.” 

APHIS VS Memorandum 800.202 4.2- The label claim for this new product must be 
determined under the guidelines of the classifications listed in the memorandum. 

APHIS VS Memorandum 800.202 4.8-Duration of immunity: “Support with 
acceptable data specific claims for duration of immunity for any product fraction.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 8 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated (b)(4) with a virulent strain of 
(b)(4) The dogs were allowed to develop the clinical signs of the 

infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to develop a challenge model. A challenge model 
is the method used to administer the pathogen to animals so they will exhibit the 
clinical signs of infectious disease. This information would be used to establish 
vaccine efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the pathogen. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement”. 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subjecf’. 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: 

Methods. “Vaccine trials should preferably aim to compare product and placebo- 
treated subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claim: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 13 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood bv lay person as well as scientists) 

Dogs were anesthetized (b)(4) virus was administered (b)(4) 

(b)(4) The dogs were allowed to develop the (b)(4) clinical signs of the 
infection. The clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to determine if susceptible animals could be 
infected with this virus and subsequently exhibit specific clinical signs of the disease 
and transmit the disease horizontally. This information would be used to develop a 
challenge model to establish vaccine efficacy and support label claims. The pain 
and/or distress from this infectious disease could not be relieved because any 
therapeutics used to treat the disease would eliminate, mask or modify the duration 
and severity of the clinical signs that were caused by the virus. The attending 
veterinarian was consulted for possible therapeutic treatment for the pain and distress 
of the disease but treatment with antip 3 n'etics, analgesics, non-steroidal anti- 
inflammatories, corticosteroids, antitussives and antibiotics would alter the 
expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title nnmber and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines of the classifications listed in the memorandum. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 7 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were inoculated with (b)(4) The dogs were 

allowed to develop the clinical signs of the infection so that observations 

and sampling could be made and recorded. 

4. Scientiflc justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to establish efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the virus. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1 .3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: 

Methods. “Vaccine trials should preferably aim to compare product and placebo- 
treated subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 30 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and {b)(4) /irus was administered (b)(4) 

(b)(4) The dogs were allowed to develop the (b)(4) clinical signs of the 
mtection. fhe clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to determine a vaccine dose. Animals were 
challenged with virus to see if the vaccine would protect them from exhibiting 
clinical signs of infectious disease. This information would be used to establish 
efficacy and support label claims. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: 

Methods. “Vaccine trials should preferably aim to compare product and placebo- 
treated subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 1 1 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood bv lav nerson as well as scientists) 

Dogs were anesthetized and (b)(4) virus was administered 

(b)(4) The dogs were aiiowea lo aeveiop the (b)(4) clinical signs of the 
infection. The clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with virus to see if the vaccine would protect them from 
exhibiting clinical signs of infectious disease. This information would be used to 
establish efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the virus. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case 
definition, severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated 
subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 13 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized (b)(4) /irus was administered {b)(4) 

(b)(4) The dogs were allowed to develop 1 (b)(4) clinical signs ot the 

infection. The clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with virus to see if the vaccine would protect them from 
exhibiting clinical signs of infectious disease. This information would be used to 
establish efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the virus. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 

Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity' categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated 
subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 23 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inocuIate( {b){4) with a virulent strain of 

(b)(4) , The dogs were allowed to develop the clinical signs of the 

infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease to establish duration of immunity 
and support label claims. The pain and/or distress from this infectious disease could 
not be relieved because any therapeutics used to treat the disease would eliminate, 
mask or modify the duration and severity of the clinical signs that were caused by the 
pathogen. The attending veterinarian was consulted for possible therapeutic 
treatment for the pain and distress of the disease but treatment with antipyretics, 
analgesics, non-steroidal anti-inflammatories, corticosteroids, antitussives and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations; Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 

“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 

“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines of the classifications listed in the memorandum. 

APHIS VS Memorandum 800.202 4.8-Duration of immunity: “Support with 
acceptable data specific claims for duration of immunity for any product fraction.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1 . Species: Canine 

2. Number of animals achieving Cat. E in this study: 36 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated (b)(4) with a virulent strain of 

(b)(4) The dogs were allowed to develop the clinical signs of the 

infection so that observations and sampling could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease to establish duration of immunity 
and support label claims. The pain and/or distress from this infectious disease could 
not be relieved because any therapeutics used to treat the disease would eliminate, 
mask or modify the duration and severity of the clinical signs that were caused by the 
pathogen. The attending veterinarian was consulted for possible therapeutic 
treatment for the pain and distress of the disease but treatment with antipyretics, 
analgesics, non-steroidal anti-inflammatories, corticosteroids, antitussives and 
antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. “Efficacy 
is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 

“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines of the classifications listed in the memorandum. 

APHIS VS Memorandum 800.202 4.8-Duration of immunity: “Support with 
acceptable data specific claims for duration of immunity for any product fraction.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. E in this study: 30 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Dogs were anesthetized and inoculated with a virulent strain ( (b)(4) 

(b)(4) known to cause (b)(4) in dogs. The dogs were allowed to 
develop clinical signs of the intection so that observations and sampling could be 
made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them, 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this reference vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III. A. 9 CFR 101 .5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity (b)( 4 ) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 30 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Cats were anesthetized and inoculated (b)(4) with a virulent strain of 
(b)(4) virus. The cats were allowed to develop 

the clinical signs of the infection. The clinical signs were observed and 
recorded. 

4. Scientiflc justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with virus to see if the vaccine would protect them from 
exhibiting clinical signs of infectious disease. This information would be used to 
establish efficacy and support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate, mask or modify the duration and severity of the clinical 
signs that were caused by the virus. The attending veterinarian was consulted for 
possible therapeutic treatment for the pain and distress of the disease but treatment 
with antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

EU Pharmacopoeia 01/2005:50207 Evaluation of Efficacy of Veterinary Vaccines 

{b)(4) 

7Blm2a under Directive 81/852/EEC General Requirements for the Production and 
Control of Inactivated Mammalian Bacterial and Viral Vaccines for Veterinary Use 



Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 3 1 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Cats were anesthetized and inoculated {b){4) with various strains of {b)(4) 
Virus. The cats were allowed to develop the clinical signs of the infection. The 
clinical signs were observed and recorded. 

4. Scientiflc justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to determine the clinical signs of infection caused 
by different (b)(3) Viruses. This information would be used to select a 
possible vaccine candidate and develop a challenge model to establish vaccine 
efficacy and support label claims. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 
“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines of the classifications listed in the memorandum. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 35 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Cats were anesthetized and inoculated {b){ 4 ) with a virulent strain of 

(b)(4) /irus. The cats were allowed to develop the clinical signs of the infection. The 

clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to determine a vaccine dose. Animals were 
challenged with virus to see if the vaccine would protect them from exhibiting 
clinical signs of infectious disease. This information would be used to establish 
efficacy and support label claims. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: 

Methods. “Vaccine trials should preferably aim to compare product and placebo- 
treated subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 7 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Cats were anesthetized and inoculated {b)(4) with a virulent strain (b)(4) 

(b)(4) virus. The cats were allowed to develop the clinical signs of the infection. The 
clinical signs were observed and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

This animal study was conducted to determine a vaccine dose. Animals were 
challenged with virus to see if the vaccine would protect them from exhibiting 
clinical signs of infectious disease. This information would be used to establish 
efficacy and support label claims. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: 

Efficacy. “Efficacy is the direct effect of a medical intervention on an individual 
subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: 

Methods. “Vaccine trials should preferably aim to compare product and placebo- 
treated subjects by their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new 
product must be determined under the guidelines of the classifications listed in the 
memorandum. 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


/ 

/ 

1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 20 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists'! 

Cat were anesthetized and inoculated with a virulent strain of Feline (b)(4) 

(b)(4) known to cause (b)(4) disease. The cats were allowed to develop 
clinical signs of the infection so that observations could be made and recorded. 

4. Scientiflc justification why pain and/or distress could not be relieved. 

State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this referenee vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APFIIS VS Memorandum 800.90 III.A. 9 CFR 101.5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release {b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicit} (b)(4) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 

Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 

“Efficacy is the direct effect of a medical intervention on an individual subject.” 


0 


fNO 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 28 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists^ 

Cat were anesthetized and inoculated with a virulent strain of Feline (b)(4) 

(b)(4) mown to cause (b)(4) disease. The cats were allowed to develop 
elinical signs of the infection so that observations could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this reference vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that reqnire this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A. 9 CFR 101 .5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release (b)(4) containing products. Research and 
development at Fort Dodge Animal Mealtn has defined the parameters for 
immunogenicity' (b)(4) . containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Feline 

2. Number of animals achieving Cat. E in this study: 30 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists! 

Cat were anesthetized and inoculated with a virulent strain (b)(4) Virus 
(b)(4) known to cause b4 The cats were allowed to develop clinical 

signs of the infection so that observations could be made and recorded. 

4. Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Animals were challenged with the pathogen to see if the vaccine would protect them 
from exhibiting clinical signs of infectious disease. This information would be used 
to qualify this reference vaccine. The pain and/or distress from this infectious 
disease could not be relieved because any therapeutics used to treat the disease would 
eliminate, mask or modify the duration and severity of the clinical signs that were 
caused by the virus. The attending veterinarian was consulted for possible 
therapeutic treatment for the pain and distress of the disease but treatment with 
antipyretics, analgesics, non-steroidal anti-inflammatories, corticosteroids, 
antitussives and antibiotics would alter the expression of the disease. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that reqnire this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A.9 CFR 101.5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release (b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity {b)(4) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations: Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamsters 

2. Number of animals achieving Cat. E in this study: 770 

3. Explanation of the procedure producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Hamsters were inoculatec {b){4) with strains ol (b)(4) 

(b)(4) ind allowed to develop clinical signs of infection in order 

to harvest and titrate challenge material. 

4. Scientific justification why pain and/or distress could not be relieved. 

State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Hamsters are required for the propagation of virulent challenge material 

because in-vitro culture (b)(4) educes the vimlence of the organism. This 
challenge material was used m canine challenge model development, to establish 
duration of immunity and to support label claims. The pain and/or distress from this 
infectious disease could not be relieved because any therapeutics used to treat the 
disease would eliminate or modify the severity of the disease process and affect the 
replication of the pathogen in the animal. The attending veterinarian was consulted 
for possible therapeutic treatment for the pain and distress of the disease but 
treatment with antipyretics, analgesics, non-steroidal anti-inflammatories, 
corticosteroids and antibiotics would alter the expression of disease and replication of 
the pathogen. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.202 3.6.1- General Licensing Considerations: Outcome 
Specification. “The outcome may be specified in terms of a case definition, severity 
categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3- General Licensing Considerations: Efficacy. “Efficacy 
is the direct effect of a medical intervention on an individual subject.” 

APHIS VS Memorandum 800.202 3.1- General Licensing Considerations: Methods. 

“Vaccine trials should preferably aim to compare product and placebo-treated subjects by 
their response to challenge with the virulent pathogen.” 

APHIS VS Memorandum 800.202 4.2- Label claims: The label claim for this new product 
must be determined under the guidelines .of the classifications listed in the memorandum. 

APHIS VS Memorandum 800.202 4.8-Duration of immunity: “Support with 
acceptable data specific claims for duration of immunity for any product fraction.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


Species: Hamsters 

Number of animals achieving Cat. E in this study: 463 

Explanation of the procednre producing pain and/or distress (Must be 
written as to be understood by lay person as well as scientists) 

Hamsters were inoculated {b)(4) >vith strains of (b)(4) 

(b)(4) id allowed to 

develop clinical signs of infection in order to harvest and titrate {b)(4) 
challenge material. 

Scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief 
would interfere with test results. (For Federally mandated testing, see 
Item 5) 

Hamsters are required for the propagation of virulent challenge material 

because in-vitro culture o b4 reduces the virulence of the organism. This 
challenge material was used in canine challenges for the qualification of reference 
vaccines. The pain and/or distress from this infectious disease could not be relieved 
because any therapeutics used to treat the disease would eliminate or modify the 
severity of the disease process and affect the replication of the pathogen in the 
animal. The attending veterinarian was consulted for possible therapeutic treatment 
for the pain and distress of the disease but treatment with antipyretics, analgesics, 
non-steroidal anti-inflammatories, corticosteroids and antibiotics would alter the 
expression of disease and replication of the pathogen. 

Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 

APHIS VS Memorandum 800.90 III.A.9 CFR 101.5 definitions, “A Master 
Reference is a reference whose potency is correlated, directly or indirectly, to host 
animal immunogenicity.” A master or working reference is necessary for in vitro 
potency testing for product release {b)(4) containing products. Research and 
development at Fort Dodge Animal Health has defined the parameters for 
immunogenicity {b)( 4 ) containing vaccines. 

APHIS VS Memorandum 800.202 3.6.1 - General Licensing Considerations: 
Outcome Specification. “The outcome may be specified in terms of a case definition, 
severity categorization, or natural scale of measurement.” 

APHIS VS Memorandum 800.202 1.3 General Licensing Considerations; Efficacy. 
“Efficacy is the direct effect of a medical intervention on an individual subject.” 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamsters 

2. Number of animals achieving Cat. E in this study: 5317 

3. Explanation of the procedure producing pain and/or distress (Must be written as 
to be understood by lay person as well as scientists! 

Ten hamsters per serial are vaccinated After 14-21 days 

(product dependent), the hamsters are challenged {b){4) /ith an appropriate 

dilution i (b)(4) )reparation. Ten non-vaccinated hamsters are given the same 

challenge dose and used as controls. Four groups of five non-vaccinated hamsters are given a 
dilution of the challenge material and used as the challenge titration determination. Hamsters 
are observed for 14 days, deaths recorded. 

4. Scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would 
interfere with test results. (For Federallv mandated testing, see Item 5) 

The test is required by regulation as a proof o; (b)(4) vaccine potency to be conducted on 
each serial of vaccine produced. Death of hamsters m this test has been used for many years 
to indicate lack of protection iron (b)(4) Because the vaccine is given at a fractional 
dose, the test amounts to a protective endpoint determination for the vaccine being tested. 

{b)(4) in hamsters almost always results in acute onset and rapid death. The rapid 
progression of the disease in the hamster gives little opportunity for intervention. 
Furthermore, pathology would likely be impacted by use of anti-inflammatories. For this 
reason, neither Fort Dodge Animal Health (FDAH) nor USD A CVB-L uses any substance to 
reduce pain or distress. The impact on length of disease, duration and severity, which might 
occur with use of pain medications, is not known. Use of any such drugs therefore, would 
invalidate (according to Dr. Paul J. Hauer, USDA-CVB-PEL-private communication) the 
scientific value of the protection endpoint determined by the test. Lack of confidence in the 
endpoint would render the test itself useless forjudging vaccine potency. 

APHIS-USDA-CVB is engaged in developing in-vitro potency test alternatives for products 
that require this test and FDAH has been one of the most active industry partners in this 
effort. Fort Dodge Animal Health has ongoing animal studies that are currently attempting to 
validate in-vivo methods for the potency tests for releasing some serials and serovars of 
accines. As soon as this methodology is validated to the satisfaction of the USDA- 
c VB, they will be adapted into the Outlines of Production for the appropriate products. 

FDAH has incorporated the guidelines of USDA-CVB notice No. 04-09 into the outlines of 
production as outlined in 9 CFR 1 17.4 (e) 

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number nnd/nr VS Memnrsinrlii thsit reniiire this procedure and Studv. 

(b)(4) 

APHIS 9 CFR 1 13.9 New potency test (a). 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamsters 

2. Number of animals achieving Cat. £ in this study: 230 

3. Explanation of the procedure producing pain and/or distress (Must be written as 
to be understood by lay person as well as scientists) 

Five hamsters per serial are vaccinated : (b)(4) After 15-20 days, the 

Viotnctprc are challenged with an appropriate dilution of virulent 

(b)(4) preparation. Five non-vaccinated hamsters are given the same challenge dose and 
used as controls. Four groups of five non-vaccinated hamsters are given a dilution of the 
challenge material and used as the challenge titration determination. The hamsters are 
observed for at least 14 days after the death of four control hamsters and deaths are recorded 

4. Scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would 
Interfere with test results. (For Federally mandated testing, see Item 5) 

The test is required by regulation as a proof (b)(4) vaccine potency to be conducted on 
each serial of vaccine produced. Death of hamsters in .his test has been used for many years 
to indicate lack of protection from (b)(4) Because the vaccine is given at a fractional 
dose, the test amounts to a protective endpoint determination for the vaccine being tested. 

(b)(4) iti hamsters almost always results in acute onset and rapid death. The rapid 
progression of the disease in the hamster gives little opportxmity for intervention. 
Furthermore, pathology would likely be impacted by use of anti-inflammatories. Fcir this 
reason, neither Fort Dodge Animal Health (FDAH) nor USDA CVB-L uses any substance to 
reduce pain or distress. The impact on length of disease, duration and severity, which might 
occur with use of pain medications, is not known. Use of any such drugs therefore, would 
invalidate (according to Dr. Paul J. Hauer, USDA-CVB-PEL-private communication) the 
scientific value of the protection endpoint determined by the test. Lack of confidence in the 
endpoint would render the test itself useless forjudging vaccine potency. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require this procedure and study. 

b4 



Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Hamsters 

2. Number of animals achieving Cat. E in this study: 132 

3. Explanation of the procedure producing pain and/or distress (Must be written as 
to be understood by lay person as well as scientists) 

Ten hamsters are vaccinatec b4 f test vaccine. Thirty hamsters are 

held for use as controls during the challenge. After 21 days, all vaccinated hamsters are 
challenged b4 of a proper dilution b4 

virus challenge material. Ten non-vaccinated hamsters are challenged b4 of the 
same dilution and used as challenge controls. Four groups of five non-vaccinated hamsters 
are given O.lmL of diluted challenge (to be used as a challenge titration determination). All 
hamsters are observed for 7 days and deaths are recorded. 

4. Scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would 
interfere with test results. (For Federally mandated testing, see Item 5) 

This test is required to establish potency on each serial of vaccine produced. Death as an 
endpoint is the current standard and a necessarv nart of a valid test as determined by USDA 
approved Outline of Production b4 Because the challenge is given at a 

fractional dose, the test amounts to a protective endpoint determination for the vaccine being 
tested. Furthermore, pathology and the clinical expression of the infection would likely be 
impacted by use of anti-inflammatories. The impact on length of disease, duration and 
severity, which might occur with use of pain medications, is not known. Use of any such 
drugs therefore, would invalidate (according to Dr. Paul J. Hauer, USDA-CVB-PEL 
telephone communication) the scientific value of the protection endpoint determined by the 
test. Lack of confidence in the endpoint would render the test itself useless forjudging 
vaccine potency without a validated protective dose and challenge dose being determineii. 
Until such time as a validated USDA-CVB approved alternative is available, the test is 
obligatory. No alternatives exist at this time, and no CVB-approved means of relieving jiain 
and distress for this use of hamsters are yet available. When the alternatives are available to a 
commercially applicable scale, FDAH will apply them. 

FDAH has incorporated the guidelines of USDA-CVB notice No. 04-09 into the outlines of 
production as outlined in 9 CFR 1 17.4 (e) 

5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require this procedure and study. 

APHIS 9 CFR 1 13.9 New potency test (a). 



